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I. IMRODUCTlON

G E N E R A L

INTERLEUKIN ELEVEN (IL- 1 i ) IS A PLEIOTROPIC  CYTOKINE  PRODUCED IN BONE MARROW STROMAL

CELLS. tT IS A MEMBER OF A SUPER-FAMILY OF HUMAN GROWTH FACTORS WHICH INCLUDES HUMAN

GROWIH  HORMONE, GRANULOCYTE  COLONY-STIMULATING FACTOR (G-CSF),  AND INTERLEUKIN SIX.

A MONG THE ACTlVlTlES  OF RHIL- t I ARE THE [ 11 STIMULATION OF PROLIFERATION OF HEMATOPOIETIC

STEM CELLS AND MEGAKARYOCYIE  PROGENITOR CELLS AND [21 THE INDUCTlON  OF MEGAKARYOCME

MATURATION. /N VITRO  STUDIES HAVE SHOWN SYNERGISM WITH INTERLEUKIN THREE, STEM CELL

FACTOR, AND FLT3 LIGAND.  ANIMAL STUDIES SHOWED THAT THE PREDOMINANT HEMATOPOIEl-lC

ACTlVlM  OF RHIL- 1 I WAS THE STlMULATlON  OF MEGAKARYOCMOPOIESIS,  WI-I-H A RESULTANT INCREASE

I N  P E R I P H E R A L  PLATEL~ C O U NT S .  AN E M I A  W A S  O B S E R V E D  I N  A L L  S P E C I E S  S T U D I E D. RHIL-  I I A L S O

INDUCED ACUTE-PHASE PROTEINS AND ACTlvATED  OSTEOCLASTS  TO STlM,JUJE  THE RELEASE OF CA++.

RHIL-  I I H A S  B E E N  A S S I G N E D  T H E  D E S I G N A T E D  N A M E  O P R E L V E K I N  B Y  USAN. NEUMEGA@IS  GENEIIC

INsnTurE’s T R A D E  N A M E  F O R  O P R E L V E K I N.  TH E  C H R O N O L O G Y  L E A D I N G  T O  T H E  S UB M I S S I O N  O F  T H I S

B I O L O G I C  L I C E N S E  AwucAnoN  (BLA) IS S U M M A R I Z E D  B E L O W.

T A B L E   I - CH R O N O L O G Y  F O R  BLA #96- I 4 3 3

I D A T E I ACTIVI~

I A U G U S T  I995 I E N D-O F- PHASE 2 ME E T I N G

I A U G U S T  I996 I PRE-BL4  ME!ZI-ING

I D E C E M B E R  I996 I BLA 96- I433 SUBMITTED

P R O P O S E D  INDlcAnoN

“NEuMEGA@Is  INDICAlED  FOR THE PREVENX’ON  OF CHEMOR-IERAPY-INDUCED  R-fROMEOCMOPEN/A  AND

T H E  REDUCnON  OF THE NEED FOR PLATELET TRANSFUSIONS IN PAli’ENTS  WITn NON-MYELOID

MALIGNANCIES. ”

C L I N I C A L  D E V E L O P M E N T  P R O G R A M

T H E  C L I N I C A L  DEVELOPMENT  P L A N  F O R  NEUMEGA@  HA S  B E EN  W E L L  PUNNED  A ND  O F  H I G H  QUALITY.

To D A T E, OVER 300 PATlENTS  AND 72 NORMAL VOLUNTEERS HAVE RECEIVED NEUMEGA@.  MOST OF

THE TRIALS HAVE BEEN RANDOMIZED AND PLACEBO-CONTROLLED.  PHASE I STUDIES HAVE B E E N

CONDUCTED IN BOTH ADULT PATIENTS RECEIVING MYELOSUPPRESSIVE  CHEMOTHERAPY AND ALSO IN

ADULT PATIENTS RECEIVING MYELOABLATIVE  CHEMOTHERAPY. A PHASE I TRIAL IN PEDIATRIC PATlENTS










































































































